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AB The present invention is directed to methods, compns . , and devices for 

preventing or inhibiting undesired sensitization reactions of the skin or 
mucosa caused by a component of a transdermal or transmucosal drug 
delivery system. A method is provided wherein a matrix composition is 
administered to intact skin or mucosa of a vertebrate in combination with 
a transdermal or transmucosal drug delivery system to inhibit 
sensitization of the skin or mucosa by a component of the delivery system. 
The invention is also directed to a pharmaceutical composition comprising the 
transdermal or transmucosal drug delivery system, an effective amount of a 
drug, and a sensitization inhibitory composition comprising a matrix 

composition, 

and to a delivery device for administration of such a composition Urinary 
bladder submucosa was prepared from porcine urinary bladder from a local 
meat processing plant. The excised urinary bladder was rinsed free of 
contents, and the superficial layers of the mucosa were removed by mech. 
delamination. Urinary bladder powder was suspended in extraction buffers (25%) 
containing phenylmethyl sulfonyl fluoride, N-ethylmaleimide, and benzamidine ( 
protease inhibitors) each at 1 mM and vigorously stirred for 24 h 
at 4°. The extraction mixture was then centrifuged and the supernatant 
collected. 
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AB A basement membrane is formed by culturing cells on a substrate wherein 
the basal face of cells capable of forming a basement membrane has been 
coated with a polymer having a sugar chain capable of localizing a 
receptor having an effect of accumulating basement membrane -constituting 
components. The basement membrane specimen is constructed by treating 
cells, which are capable of forming a basement membrane and have been 
adhered to a support via the basement membrane, with a surfactant to 
solubilize lipid components of the cells and solubilizing proteins 
remaining on the basement membrane surface with the use of a mixture of an 
alkali solution with a protease inhibitor. An artificial tissue is 
obtained by inoculating and culturing desired cells capable of forming a 
basement membrane. Using a hydrophobic bond adsorption polymer having a 
linear carbon skeleton with a hydrophobic nature and a functional group 
capable of reacting with a protein (for example, an alternate copolymer of 
Me vinyl ether with maleic anhydride) , a protein support is tentatively 
adhered to a plastic surface and a basement membrane specimen or an 
artificial tissue is formed thereon. Thus, the protein support carrying 
the basement membrane specimen or the artificial tissue thereon can be 
phys. separated from the plastic surface when needed. Sugar chain-containing 
vinyl polymer (PV-GluNAc, PV-CA, or PV-Lam) was applied to fibrous 
collagen gel formed on a polyethylene terephthalate membrane in a culture 
well for culture of human pulmonary artery vascular endothelial cells to 
obtain a basement membrane. 

L9 ANSWER 3 OF 5 CAPLUS COPYRIGHT 2 006 ACS on STN DUPLICATE 1 
AU Maru, Yoshiro; Hirosawa, Hiroshige; Shibuya, Masabumi 

TI An oncogenic form of the Flt-1 kinase has a tubulogenic potential in a 
sinusoidal endothelial cell line 

SO European Journal of Cell Biology (2000), 79(2), 130-143 
CODEN: EJCBDN; ISSN: 0171-9335 

AB The authors have previously reported a constitutively activated form of 

the Flt-1 kinase (BCR-FLTm) molecularly engineered based on the structural 
backbone of the activated Tyr kinase BCR-ABL. Here the authors show that 
it can induce not only growth stimulation but also tubulogenic 
differentiation of non- tubulogenic NP31 (non parenchymal) sinusoidal 
endothelial cells of rat liver in basement 

membrane matrix. Tubules formed in vitro were accompanied by 
fenestration structures and allowed circulation when transplanted into 
syngeneic animals. This biol. response was not observed in other activated 
forms of kinases constructed in a similar fashion, which include Trk 
(BCR-TRK) , KDR (BCR-KDR) , and the parental BCR-ABL. Interestingly, 
formation of fine tubules was accomplished with lower but not higher 
expression levels of BCR-FLTm. Compared to NP cells in primary culture 
NP31 is deficient in expression of al integrin subunit, which was 
restored by expression of BCR-FLTm that had tubulogenic ability. 
Matrix- induced Tyr phosphorylation of an adaptor protein She with 



recruitment of Grb-2 was observed even when tubulogenesis was nearly 
completed at Gl stage of the cell cycle in 2-3 wk. Activation of matrix 
metalloproteinase 2 (MMP-2) and expression of urokinase type plasminogen 
activator (uPA) was observed with cellular invasion into matrix at the depth 
of 200-300 urn. Inhibitors for MAP kinase activator MEK1 and for Ser 
proteases showed deleterious effects on the tubulogenesis. The 
authors suppose that matrix ligand- induced integrin signals cooperate with 
a low level of Flt-1 kinase activity to promote tubulogenic behaviors of 
endothelial cells in this system. 

L9 ANSWER 4 OF 5 CAPLUS COPYRIGHT 2006 ACS on STN 
AU Ogata, Yutaka; Shirouzu, Kazuo 

TI Prediction for liver metastasis from colorectal cancer using 
basement membrane related factors 

SO Igaku no Ayumi (1996), 179(4), 219-222 
CODEN: IGAYAY; ISSN: 0039-2359 

AB A review, with 6 refs., on the roles of proteases in 

liver metastasis of colon cancer by degrading basement 

membrane, and higher expression ratio of matrix metalloproteinase 

9 (MMP-9) in colon cancer with liver metastasis than that without the 

metastasis. Combination of the expression pattern of MMP-9 and tissue 

inhibitors of metalloproteinase 1 (TIMP-1) is more sensitive index for 

liver metastasis of colon cancer than MMP-9 alone. Serine 

proteases such as urokinase type plasminogen activator may play 

some roles in the metastasis with interaction with MMPs . Formation of 

basement membrane exhibits strong correlation with the liver metastasis. 

L9 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2006 ACS on STN DUPLICATE 2 
AU Arthur, Michael J. P.; Friedman, Scott L. ; Roll, F. Joseph; Bissell, D. 
Montgomery 

TI Lipocytes from normal rat liver release a neutral 
metalloproteinase that degrades basement membrane 
(type IV) collagen 

SO Journal of Clinical Investigation (1989), 84(4), 1076-85 
CODEN: JCINAO; ISSN: 0021-9738 

AB A proteinase is reported that degrades basement -membrane (type IV) 

collagen and is produced by the liver. Its cellular source is lipocytes 
(fat-storing or Ito cells) . Lipocytes were isolated from normal rat liver 
and established in primary culture. The cells synthesize and secrete a 
neutral proteinase, which by gelatin-substrate gel electrophoresis and gel 
filtration chromatog., has a mol . mass of 65 kDa. The enzyme is secreted 
in a latent form and is activated by p - ami nophenylmer curie acetate but not 
by trypsin. Enzyme activity in the presence of EDTA is restored 
selectively by Zn and is unaffected by serine-protease 

inhibitors. In assays with radiolabeled soluble substrates, it degrades 
native type IV (basement membrane) collagen but not interstitial collagen 
types I or V and exhibits no activity against laminin or casein. At 
temps, causing partial denaturation of soluble collagen in vitro, it rapidly 
degrades types I and V. Thus, it is both a type IV collagenase and 
gelatinase. The enzyme may play a role in initiating breakdown of the 
subendothelial matrix in the Disse space as well as augmenting the effects 
of collagenases that attack native interstitial collagen. 
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